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packer, or distributor of any drug con-
taining isoproterenol intended for in-
halation for which a new-drug approval
is not in effect submits a new-drug ap-
plication containing satisfactory infor-
mation of the kinds required by §314.50
of this chapter, including appropriate
labeling as described in paragraphs (b)
and (c) of this section.

(3) The applicant submits additional
information required for the approval
of the application as may be specified
in a written communication from the
Food and Drug Administration.

(e) After 270 days following expira-
tion of said 90 days, regulatory pro-
ceedings based on section 505(a) of the
Federal Food, Drug, and Cosmetic Act
may be initiated with regard to any
such drug shipped within the jurisdic-
tion of the act for which an approved
new-drug application is not in effect.

[40 FR 13998, Mar. 27, 1975, as amended at 55
FR 11576, Mar. 29, 1990]

§201.306 Potassium salt preparations
intended for oral ingestion by man.

(a) The Food and Drug Administra-
tion will initiate no regulatory action
with respect to the continued mar-
keting of coated tablets containing po-
tassium chloride or other potassium
salts which supply 100 milligrams or
more of potassium per tablet provided
all the following conditions are met:

(1) Within 30 days from the date of
publication of this statement of policy
in the FEDERAL REGISTER:

(i) The labeling of the drug bears the
prescription caution statement quoted
in section 503(b)(4) of the Federal Food,
Drug, and Cosmetic Act;

(ii) The labeling on or within the
package from which the drug is to be
dispensed bears adequate information
for its use by practitioners in accord
with the ‘‘full disclosure’ labeling re-
quirements of §201.100 of this chapter,
including the following warning state-
ment:

Warning—There have been several reports,
published and unpublished, concerning non-
specific small-bowel lesions consisting of ste-
nosis, with or without ulceration, associated
with the administration of enteric-coated
thiazides with potassium salts. These lesions
may occur with enteric-coated potassium
tablets alone or when they are used with
nonenteric-coated thiazides, or certain other
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oral diuretics. These small-bowel lesions
have caused obstruction, hemorrhage, and
perforation. Surgery was frequently required
and deaths have occurred. Based on a large
survey of physicians and hospitals, both
United States and foreign, the incidence of
these lesions is low, and a causal relation-
ship in man has not been definitely estab-
lished. Available information tends to impli-
cate enteric-coated potassium salts, al-
though lesions of this type also occur spon-
taneously. Therefore, coated potassium-con-
taining formulations should be administered
only when indicated, and should be discon-
tinued immediately if abdominal pain, dis-
tention, nausea, vomiting, or gastro-
intestinal bleeding occur. Coated potassium
tablets should be used only when adequate
dietary supplementation is not practicable.

(Although the warning statement in-
cludes references to enteric-coated po-
tassium salt preparations, it applies to
any capsule or coated tablet of a potas-
sium salt intended for oral ingestion
without prior dilution with an ade-
quate volume of liquid to preclude gas-
trointestinal injury.)

(iii) Any other labeling or additional
advertising for the drug conforms to
the labeling described in paragraph
(a)(1)(ii) of this section, in accordance
with §§202.1 and 201.100 of this chapter.

(2) Within 90 days from the date of
publication of this statement of policy
in the FEDERAL REGISTER, the manu-
facturer, packer, or distributor of the
drug shall submit a new-drug applica-
tion containing satisfactory informa-
tion of the kind required by §314.50 of
this chapter, with appropriate labeling
as described in this paragraph.

(b) The Food and Drug Administra-
tion may initiate regulatory pro-
ceedings after 30 days from the date of
publication of this section, with re-
spect to the marketing of uncoated
tablets containing potassium chloride
or other potassium salts which supply
100 milligrams or more of potassium
per tablet or with respect to liquid
preparations containing potassium
chloride or other potassium salts which
supply 20 milligrams or more of potas-
sium per milliliter, labeled or intended
for human use, unless all the following
conditions are met:

(1) The labeling of the drug bears the
prescription statement quoted in sec-
tion 503(b)(4) of the Federal Food,
Drug, and Cosmetic Act; and
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(2) The labeling on or within the
package from which the drug is to be
dispensed bears adequate information
for its use by practitioners in accord
with the ‘‘full disclosure’ labeling re-
quirements of §201.100 of this chapter,
including a recommendation that pa-
tients be directed to dissolve any such
tablets in an appropriate amount of
liquid and to dilute any such liquid
preparations adequately to assure
against gastrointestinal injury associ-
ated with the oral ingestion of con-
centrated potassium salt preparations.

[40 FR 13998, Mar. 27, 1975, as amended at 55
FR 11576, Mar. 29, 1990; 67 FR 4906, Feb. 1,
2002]

§201.307 Sodium phosphates; package
size limitation, warnings, and direc-
tions for over-the-counter sale.

(a) Reports in the medical literature
and data accumulated by the Food and
Drug Administration indicate that
multiple container sizes of sodium
phosphates oral solution available in
the marketplace have caused consumer
confusion and appear to have been in-
volved in several consumer deaths. So-
dium phosphates oral solution has been
marketed in 45-milliliter (mL), 90-mL,
and 240-mL container sizes. The 45-mL
and 90-mL container sizes of sodium
phosphates oral solution are often rec-
ommended and prescribed by physi-
cians for bowel cleansing prior to sur-
gery and diagnostic procedures of the
colon. Sodium phosphates oral solution
(adult dose 20 mL to 45 mL) is also used
as an over-the-counter (OTC) laxative
for the relief of occasional constipa-
tion. Accidental overdosing and deaths
have occurred because the 240-mL con-
tainer was mistakenly used instead of
the 45-mL or 90-mL container. The
Food and Drug Administration is lim-
iting the amount of sodium phosphates
oral solution to not more than 90 mL (3
ounces (0z)) per OTC container because
of the serious health risks associated
with the ingestion of larger than in-
tended doses of this product. Further,
because an overdose of either oral or
rectal enema sodium phosphates can
cause an electrolyte imbalance, addi-
tional warning and direction state-
ments are required for the safe use of
any OTC laxative drug product con-
taining sodium phosphates.

82

21 CFR Ch. | (4-1-11 Edition)

(b) Any OTC drug product for lax-
ative or bowel cleansing use containing
sodium phosphates as an active ingre-
dient when marketed as described in
paragraph (a) of this section is mis-
branded within the meaning of section
502 of the Federal Food, Drug, and Cos-
metic Act unless packaged and labeled
as follows:

(1) Package size limitation for so-
dium phosphates oral solution: Con-
tainer shall not contain more than 90
mL (3 0z).

(2) Warnings. The following sentences
shall appear in boldface type as the
first statement under the heading
“Warnings.”

(i) Oral dosage forms. ‘‘Taking more
than the recommended dose in 24 hours
can be harmful.”

(ii) Rectal enema dosage forms.
“Using more than one enema in 24
hours can be harmful.”

(38) Directions—(i) The labeling of all
orally or rectally administered OTC
drug products containing sodium
phosphates shall contain the following
directions in boldface type imme-
diately preceding the dosage informa-
tion: “Do not” (‘‘take” or ‘‘use”)
“more unless directed by a doctor. See
Warnings.”’

(ii) For products containing dibasic
sodium phosphate/monobasic sodium
phosphate identified in §334.16(d) mar-
keted as a solution. Adults and chil-
dren 12 years of age and over: Oral dos-
age is dibasic sodium phosphate 3.42 to
7.56 grams (g) and monobasic sodium
phosphate 9.1 to 20.2 g (20 to 45 mL di-
basic sodium phosphate/monobasic so-
dium phosphate oral solution) as a sin-
gle daily dose. ‘““Do not take more than
45 mL (9 teaspoonfuls or 3 tablespoon-
fuls) in a 24-hour period.” Children 10
and 11 years of age: Oral dosage is diba-
sic sodium phosphate 1.71 to 3.78 g and
monobasic sodium phosphate 4.5 to 10.1
g (10 to 20 mL dibasic sodium phos-
phate/monobasic sodium phosphate
oral solution) as a single daily dose.
“Do not take more than 20 mL (4 tea-
spoonfuls) in a 24-hour period.” Chil-
dren 5 to 9 years of age: Oral dosage is
dibasic sodium phosphate 0.86 to 1.89 g
and monobasic sodium phosphate 2.2 to
5.06 g (b to 10 mL dibasic sodium phos-
phate/monobasic sodium phosphate
oral solution) as a single daily dose.
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